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Brief Summary of Prescribing Information
INDICATIONS AND USAGE
CARDURA (doxazosin mesylate) is indicated for the treatment of hypertension.
CARDURA may be used alone or in combination with diuretics or beta-adrenergic
blocking agents. There is limited experience with CARDURA in combination with
anglotensin converting enzyme inhibitors or calcium channel blockers.
CONTRAINDICATIONS
CARDURA is contraindicated in patients with a known sensitivity to quinazolines
(e.g. prazosin. terazosin).
WARNINGS
Syncope and "First-dose" Effect:
Doxazosin, like other alpha-adrenerglc blocking agents, can cause marked
hypotension, especially in the upright position, with syncope and other
postural symptoms such as dizziness. Marked orthostatic effects are most
common with the first dose but can also occur when there is a dosage
increase, or if therapy is interrupted (or more than a few days. To decrease
the likelihood of excessive hypotension and syncope, it is essential that
treatment be Initiated with the 1 mg dose. The 2,4, and
8 mg tablets are not for initial therapy. Dosage should then be adjusted slowly
(see DOSAGE AND ADMINISTRATION section) with increases in dose every
two weeks. Additional antihypertensive agents should be added with caution.
Patients being titrated with doxazosin should be cautioned to avoid

situations where Injury could result should syncope occur.
In an early ¡nvestigational study of the safety and tolerance of Increasing daily

doses of doxazosin in normotensives beginning at 1 mg/day. only 2 of 6
subjects could tolerate more than 2 mg/day without experiencing symptomatic
postural hypotension. In another study of 24 healthy normotensive male subjects
receiving initial doses of 2 mg/day of doxazosin, seven (29%) of the subjects
experienced symptomatic postural hypotension between 0.5 and 6 hours after
the first dose necessitating termination of the study. In this study 2 of the
normotensive subjects experienced syncope. Subsequent trials In hypertensive
patients always began doxazosin dosing at 1 mg/day resulting in a 4% incidence
of postural side effects at 1 mg/day with no cases of syncope.

In multiple dose clinical trials involving over 1500 patients with dose titration
every one to two weeks, syncope was reported in 0.7% of patients. None of
these events occurred at the starting dose of 1 mg and 1.2% (8/664) occurred at
16 mg/day.

If syncope occurs, the patient should be placed in a recumbent position and
treated supportively as necessary.
PRECAUTIONS
General
1. Orthostatic Hypotension:
While syncope is the most severe orthostatic effect of CARDURA, other symptoms
of lowered blood pressure, such as dizziness, lightheadedness, or vertigo, can
occur, especially at initiation of therapy or at the time of dose increases. These
were common in clinical trials, occurring in up to 23% of all patients treated and
causing discontinuation of therapy in about 2%.

In placebo controlled titration trials orthostatic effects were minimized by
beginning therapy at 1 mg per day and titrating every two weeks to 2.4, or 8 mg
per day. There was an increased frequency of orthostatic effects in patients given
8 mg or more, 10%, compared to 5% at 1-4 mg and 3% in the placebo group.

Patients in occupations in which orthostatic hypotension could be dangerous
should be treated with particular caution.

If hypotension occurs, the patient should be placed in the supine position and, if
this measure is inadequate, volume expansion with intravenous fluids or
vasopressor therapy may be used. A transient hypotensive response is not a
contraindication to further doses of CARDURA.
2. Impaired liver function:
CARDURA should be administered with caution to patients with evidence of
impaired hepatic function or to patients receiving drugs known to influence hepatic
metabolism {see CLINICAL PHARMACOLOGY). There is no controlled clinical
experience with CARDURA in patients with these conditions.
3. Leukopenia/Neutropenia:
Analysis of hématologie data from patients receiving CARDURA in controlled
clinical trials showed that the mean WBC (N=474) and mean neutrophil counts
(N=419) were decreased by 2.4% and 1.0% respectively, compared to placebo, a
phenomenon seen with other alpha blocking drugs. A search through a data base
of 2400 patients revealed 4 in which drug-related neutropenia could not be ruled
out. Two had a single low value on the last day of treatment. Two had stable,
non-progressive neutrophil counts in the lOOO/mnT* range over periods of 20
and 40 weeks. In cases where follow-up was available the WBCs and neutrophil
counts returned to normal after discontinuation of CARDURA, No patients
became symptomatic as a result of the low WBC or neutrophil counts.
Information for Patients:
Patients should be made aware of the possibility of syncopal and orthostatic
symptoms, especially at the initiation of therapy, and urged to avoid driving or
hazardous tasks for 24 hours after the first dose, after a dosage increase, and after
interruption of therapy when treatment is resumed. They should be cautioned to
avoid situations where injury could result should syncope occur during Initiation of
Soxazosin therapy. They should also be advised of the need to sit or lie down when
symptoms of lowered blood pressure occur, although these symptoms are not
always orthostatic. and to be careful when rising from a sitting or lying position. If
dizziness, lightheadedness, or palpitations are bothersome they should be reported
to the physician, so that dose adjustment can be considered. Patients should also
be told that drowsiness or somnolence can occur with doxazosin. requiring caution
in people who must drive or operate heavy machinery.
Drug Interactions:
Most (98%) of plasma doxazosin is protein bound. In vitro data in human
plasma indicate that CARDURA has no effect on protein binding of digoxin,
warfarin, phenytoin or ¡ndomethacin. There is no information on the effect of
other highly plasma protein bound drugs on doxazosin binding. CARDURA has
been administered without any evidence of an adverse drug interaction to
patients receiving thiazide diuretics, beta blocking agents, and nonsteroidal anti-
inflammatory drugs.
Drug/Laboratory test interactions:
None known.

Cardiac Toxicity in Animals:
An increased incidence of myocardial necrosis or fibrosis was displayed by
Sprague-Dawley rats after 6 months of dietary administration at concentrations
calculated to provide 80 mg doxazosin/kg/day and after 12 months of dietary
administration at concentrations calculated to provide 40 mg doxazosin/kg/day
(150 times the maximum recommended human dose assuming a patient weight of
60 kg). Myocardial fibrosis was observed in both rats and mice treated in the same
manner with 40 mg doxazosin/kg/day tor 18 months. No cardiotoxicity was
observed at lower doses (up to 10 or 20 mg/kg/day, depending on the study) in
either species. These lesions were not observed after 12 months of oral dosing in
dogs and Wistar rats af maximum doses of 20 mg/kg/day and 100 mg/kg/day,
respectively. There is no evidence that similar lesions occur in humans.
Carcinogenesis, Mutagenesis and Impairment of Fertility:
Chronic dietary administration (up to 24 months) of doxazosin mesylate at
maximally tolerated concentrations {highest dose 40 mgAg: about 150 times the
maximum recommended human dose of 16 mg/60 kg) revealed no evidence of
carcinogenicity in rats. There was also no evidence of carcinogenicity in a
similarly conducted study (up to 18 months of dietary administration) in mice.
The mouse study, however, was compromised by the failure to use a maximally
tolerated dose of doxazosin.

Mutagenicity studies revealed no drug- or metabolite-related effects at either
chromosomal or subchromosomal levels.

Studies in rats showed reduced fertility in males treated with doxazosin at oral
doses of 20 (but not 5 or 10) mg/kg/day, about 75 times the maximum
recommended human dose. This effect was reversible within two weeks of drug
withdrawal.
Pregnancy
Teratogentc Effects, Pregnancy Category B. Studies in rabbits and rats at daily
oral doses of up to 40 and 20 mg/kg, respectively (150 and 75 times the
maximum recommended daily dose of 16 mg, assuming a patient weight of 60
kg), have revealed no evidence of harm to the fetus. The rabbit study, however,
was compromised by the failure to use a maximally tolerated dose of doxazosin.
There are no adequate and well-controlled studies in pregnant women. Because
animal reproduction studies are not always predictive of human response,
CARDURA should be used during pregnancy only if clearly needed.

Radioactivity was found to cross the placenta following oral administration of
labelled doxazosin to pregnant rats.
Nonteratogenlc Effects. In peri-postnatal studies in rats, postnatal development
at maternal doses of 40 or 50 mgAg/day of doxazosin was delayed as evidenced
by slower body weight gain and a slightly later appearance of anatomical features
and reflexes.
Nursing Mothers
Studies in lactating rats given a single oral dose of 1 mg/kg of [2-"C]-doxazosin
indicate that doxazosin accumulates in rat breast milk with a maximum
concentration about 20 times greater than the maternal plasma concentration. It
is not known whether this drug is excreted in human milk. Because many drugs
are excreted in human milk, caution should be exercised when CARDURA is
administered to a nursing mother.
Pediatrie Use
Safety and effectiveness in children have not been established.
ADVERSE REACTIONS
CARDURA has been administered to approximately 4000 patients, of whom 1679
were included in the clinical development program. In that program, minor
adverse effects were frequent, but led to discontinuation of treatment in only 7%
of patients. In placebo-controlled studies adverse effects occurred in 49% and
40% of patients in the doxazosin and placebo groups, respectively, and led to
discontinuation in 2% of patients in each group. The major reasons for
discontinuation were postural effects (2%), edema, malaise/fatigue, and some
heart rate disturbance, each about 0.7%.

In controlled clinical trials directly comparing CARDURA to placebo there was
no significant difference in the incidence of side effects, except for dizziness
(including postural), weight gain, somnolence and fatigue/ malaise. Postural
effects and edema appeared to be dose related.

The prevalence rates presented below are based on combined data from
placebo-controlled studies involving once daily administration of doxazosin at
doses ranging from 1-16 mg. Table 1 summarizes those adverse experiences
(possibly/probably related) reported for patients in these studies where the
prevalence rate in the doxazosin group was at least 0.5% or where the reaction is
of particular interest.

TABLE 1
ADVERSE REACTIONS DURING PLACEBO CONTROLLED STUDIES

DOXAZOSIN
(N=339)

PLACEBO
(N=336)

CARDIOVASCULAR: Dizziness
Vertigo
Postural Hypotension
Edema
Palpitation
Arrhythmia
Hypotension
Tachycardia
Peripheral Ischemia

19%
2%

0.3%

1%
0.3%
0.3%

0°'o
3%
3%
0%

SKIN APPENDAGES: Rash
Pruritus

MUSCULOSKELETAL: Arthralgia/Arthritis
Muscle Weakness
Myalgia

0%
0%
0%

CENTRAL &
PERIPHERAL N.S.: Headache

Paresthesia
Kinetic Disorders
Ataxia
Hypertonia
Muscle Cramps

0%
0%
0%
0%

DOXAZOSIN PLACEBO
(N=339) (N=336)

Mouth Dry
Flushing

2%
0%

SPECIAL SENSES Vision Abnormal
Conjunctivitis/Eye Pain
Tinnitus

1%
0.3%

Somnolence
Nervousness
Depression
Insomnia
Sexual Dysfunction

5%
2%
1%

GASTROINTESTINAL: Nausea
Diarrhea
Constipation
Dyspepsia
Flatulence
Abdominal Pain
Vomiting

3%
2%
1%
1%
1%
0%
0%

1%
1%
2%
1%

Rhinitis
Dyspnea
Epistaxis

3%

Polyuria
Urinary Incontinence
Micturation Frequency

2%
1%
0%

0%
0%
2%

Fatigue/Malaise
Chest Pain
Asthenia
Face Edema
Pain

12%
2%

1%
2%

0%
2%

Additional adverse reactions have been reported, but these are, in general, not
distinguishable from symptoms that might have occurred in the absence of
exposure to doxazosin. The following adverse reactions occurred with a

frequency of between 0.5% and 1 %: syncope, hypoesthesia, increased sweating,
agitation, increased weight. The following additional adverse reactions were
reported by <0.5% of 3960 patients who received doxazosin in controlled or
open, short- or long-term clinical studies, including international studies.
Cardiovascular System: angina pectoris, myocardial infarction, cerebrovascular
accident: Autonomie Nervous System: pallor; Metabolic: thirst, gout,
hypokalemia; tfemafopo/'efic: lymphadenopathy, purpura; Reproductive System:
breast pain; Skin Disorders: alopecia, dry skin, eczema; Central Nervous System:
paresis, tremor, twitching, confusion, migraine, impaired concentration;
Psychiatric: paroniria, amnesia, emotional lability, abnormal thinking,
depersonalization; Special Senses: parosmia, earache, taste perversion,
photophobia, abnormal lacrimation; Gastrointestinal System: increased appetite,
anorexia, fecal incontinence, gastroenteritis; Respiratory System: bronchospasm,
sinusitis, coughing, pharyngitis; Urinary System: renal calculus; General Body
System: hot flushes, back pain, infection, fever/rigors, decreased weight,
influenza-like symptoms.

CARDURA has not been associated with any clinically significant changes in
routine biochemical tests. No clinically relevant adverse effects were noted on
serum potassium, serum glucose, uric acid, blood urea nitrogen, creatinine or
liver function tests. CARDURA has been associated with decreases in white
blood cell counts (See Precautions).
OVERDOSAGE
No data are available in regard to overdosage in humans.
The orai LD50 of doxazosin is greater than 1000 mg/kg in mice and rats. The
most likely manifestation of overdosage would be hypotension, for which the
usual treatment would be intravenous infusion of fluid. As doxazosin is highly
protein bound, dialysis would not be indicated.
DOSAGE AND ADMINISTRATION
DOSAGE MUST BE INDIVIDUALIZED. The initial dosage Of CARDURA in
hypertensive patients is 1 mg given once daily. This starting dose is intended to
minimize the frequency of postural hypotension and first dose syncope
associated with CARDURA. Postural effects are most likely to occur between 2
and 6 hours after a dose. Therefore blood pressure measurements should be
taken during this time period after the first dose and with each increase in dose.
Depending on the individual patient's standing blood pressure response (based
on measurements taken at 2-6 hours postdose and 24 hours postdose), dosage
may then be increased to 2 mg and thereafter if necessary to 4 mg, 8 mg and 16
mg to achieve the desired reduction in blood pressure. Increases in dose
beyond 4 mg increase the likelihood of excessive postural effects including
syncope, postural dizziness/Vertigo, postural hypotension. At a titrated dose
of 16 mg once daily the frequency of postural effects is about 12% compared
to 3% for placebo.
HOW SUPPLIED
CARDURA (doxazosin mesylate) is available as colored tablets for oral
administration. Each tablet contains doxazosin mesylate equivalent to t mg
(white), 2 mg (yellow), 4 mg (orange) or 8 mg (green) of the active constituent,
doxazosin.

CARDURA® TABLETS are available as 1 mg (white). 2 mg (yellow), 4 mg
(orange) and 8 mg (green) scored tablets.

Bottles of 100:1 mg (NDC 0049-2750-66), 2 mg (NDC 0049-2760-66), 4 mg
(NDC 0049-2770-66), 8 mg (NDC 0049-2780-66)

Recommended Storage: Store below 86°F(30°C).
CAUTION: Federai law prohibits dispensing without prescription.
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Brief Summary
VERELAN®
Verapamil HCI
Sustained-Release Pellet-Filled Capsules
For complete Prescribing Information, consult package Insert.
CLINICAL PHARMACOLOGY

Food does not affect the extent or rate of the absorption of verapamil from the controlled release
VERELAN capsule.

Atrioventricular block can occur In patients without preexisting condition defects (see
WARNINGS)

Acceleration of ventricular rate and/or ventricular fibrillation has been reported In patients with
atrial flutter or atrlal fibrillation and a coexisting accessory AV pathway following administration of
verapamil (see WARNINGS).

In patients with hepatic Insufficiency, metabolism Is delayed and elimination half-life prolonged
up to 14 to 16 hours (see PRECAUTIONS), the volume of distribution is increased, and plasma
clearance reduced to about 30% of normal.
CONTRAINDICATIONS

Severe LV dysfunction (see WARNINGS), hypotension (systolic pressure <90 mmHg) or car-
diogenic shock, sick sinus syndrome (if no pacemaker is present), second- or third-degree AV
block (If no pacemaker is present), atrial flutter/fibrillation with an accessory bypass tract (eg,
WPW or LGL syndromes), (see WARNINGSJ, hypersensitlvity to verapamil.
WARNINGS

Verapamil should be avoided In patients with severe LV dysfunction (eg, ejection fraction
<30%) or moderate-to-severe symptoms of cardiac failure and in patients with any degree of
ventricular dysfunction if they are receiving a beta blocker. Control milder heart failure with opti¬
mum dlgltallzatlon and/or diuretics before VERELAN Is used. Verapamil may occasionally produce
hypotension. Elevations of liver enzymes have been reported.

Several cases of hepatocellular Injury have been demonstrated to be produced by verapamil.
Periodic monitoring of liver function in patients on verapamil is prudent. Some patients with par¬
oxysmal and/or chronic atrial flutter/fibrillation and an accessory AV pathway (eg, WPW or LGL
syndromes) have developed an increased antegrade conduction across the accessory pathway
bypassing the AV node, producing a very rapid ventricular response or ventricular fibrillation after
receiving IV verapamil (or digitalis). Because of this risk, oral verapamil is contraindlcated in such
patients. AV block may occur (second- or third-degree. 0.8%). Development of marked first-
degree block or progression to second- or third-degree block requires reduction In dosage or.
rarely, discontinuation and Institution of appropriate therapy. Sinus bradycardla, second-degree
AV block, sinus arrest, pulmonary edema and/or severe hypotension were seen In some critically III
patients with hypertrophie cardiomyopathy who were treated with verapamil.
PRECAUTIONS

Verapamil should be given cautiously to patients with impaired hepatic function (In severe dys¬
function use about 30% of the normal dose) or Impaired renal function, and patients should be
monitored for abnormal prolongation of the PR Interval or other signs of overdosage. Verapamil
may decrease neuromuscular transmission in patients with Duchenne's muscular dystrophy and
may prolong recovery from the neuromuscu lar blocking agent vécu ronlum.lt may be necessary to
decrease verapamil dosage in patients with attenuated neuromuscular transmission. Combined
therapy with beta-adrenergic blockers and verapamil may result in additive negative effects on
heart rate, atrioventricular conduction and/or cardiac contractility: there have been reports of
excessive bradycardla and AV block, including complete heart block. The risks of such combined
therapy may outweigh the benefits. The combination should be used only with caution and close
monitoring. Decreased metoprolol clearance may occur with combined use. Chronic verapamil
treatment can Increase serum digoxin levels by 50% to 75% during the first week of therapy, which
can result In digitalis toxicity. In patients with hepatic cirrhosis, verapamil may reduce total body
clearance and extrarenai clearance of digitoxin. The digoxin dose should be reduced when verapa¬
mil is given and the patient carefully monitored. Verapamil will usually have an additive effect in
patients receiving blood pressure-lowering agents. Dlsopyramide should not be given within
48 hours before or 24 hours after verapamil administration. Concomitant use of flecainide and
verapamil may have additive effects on myocardial contractility, AV conduction, and repolariza-
tion. Combined verapamil and qulnldlne therapy In patients with hypertrophie cardlomyopathy
should be avoided, since significant hypotension may result. Verapamil has been given concomi¬
tante with short- and long-acting nitrates without any undesirable drug Interactions. Interaction
between cimetidine and chronically administered verapamil has not been studied. In healthy volun¬
teers, clearance of verapamil was reduced or unchanged. Concomitant use of lithium and verapa¬
mil may result in a lowering of serum lithium levels or increased sensitivity to lithium. Patients
receiving both drugs must be monitored carefully.

Verapamil may increase carbamazeplne concentrations during combined use. Rifampin may
reduce verapamil bloavailabllity. Phénobarbital may Increase verapamil clearance. Verapamil may
Increase serum levels of cyclosporine. Concomitant use of inhalation anesthetics and calcium
antagonists needs careful titration to avoid excessive cardiovascular depression. Verapamil may
potentiate the activity of neuromuscular blocking agents (curare-like and depolarizing); dosage
reduction may be required. Adequate animal carcinogenicity studies have not been performed.
One study in rats did not suggest a tumorigenlc potential, and verapamil was not mutagenic in
the Ames test. Pregnancy Category C: There are no adequate and well-controlled studies in preg¬
nant women. This drug should be used during pregnancy, labor, and delivery only If clearly
needed. Verapamil is excreted In breast milk; therefore, nursing should be discontinued during
verapamil use. Safety and efficacy of verapamil In children below the age of 18 years have not
been established.
ADVERSE REACTIONS

Reversible (upon discontinuation of verapamil) nonobstructtve, paralytic ileus has been Infre¬
quently reported In association with the use of verapamil.

In clinical trials with 285 hypertensive patients on VERELAN for more than 1 week, the following
adverse reactions were reported: constipation (7.4%); headache (5.3%); dizziness (4.2%); leth¬
argy (3.2%); dyspepsia (2.5%); rash (1.4%); ankle edema (1.4%); sleep disturbance (1.4%);
myalgia (1.1%). In clinical trials of other formulations of verapamil HCI (N

-

4,954), the following
reactions have occurred at rates greater than 1.0%: constipation (7.3%); dizziness (3.3%); nausea
(2.7%); hypotension (2.5%); edema (1.9%); headache (2.2%); rash (1.2%); CHF/pulmonary
edema (1.8%); fatigue (1.7%); bradycardla (HR<50/min) (1.4%); AV block-total 1°. 2°, 3° (1.2%);
2° and 3° (0.8%); flushing (0.6%); elevated liver enzymes (see WARNINGS).

The following reactions, reported In 1.0% or less of patients, occurred under conditions (open
trials, marketing experience) where a causal relationship is uncertain. Cardiovascular: angina
pectoris, atrioventricular dissociation, chest pain, claudication, myocardial Infarction, palpita¬
tions, purpura (vasculltis), syncope. Digestive System: diarrhea, dry mouth, gastrointestinal dis¬
tress, gingival hyperplasia. Hemic and Lymphatic: ecchymosis or bruising. Nervous System:
cerebrovascular accident, confusion, equilibrium disorders. Insomnia, muscle cramps, paresthe-
sla, psychotic symptoms, shaklness, somnolence. Respiratory: dyspnea. Skin: arthralgla and
rash, exanthema, hair loss, hyperkeratosls, maculae, sweating, urticaria, Stevens-Johnson syn¬
drome, erythema multiforme. Special Senses: blurred vision. Urogenital: gynecomastia, impo¬
tence. Increased urination, spotty menstruation.
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BuSpar*(buspirone HO)
References: 1. Dataonfíl
ctaepate in anxious outpatients with ór without depressive spptoms. Psyctiopalholoof. 1992:25:10-21.3. Feighner JP, Cohn JB. Analysis ot individual
symptoms in generalized anxiety—a pooled, multistudy. double-blind evaluation of buspirone. toropsyc/   / /  )'. 1989:21:124-130. 4. Lader M.
Assessing the potential tor buspirooe dependence or abuse and effects ol Its withdrawal. M J Meó. 1987;82(suppl 5A):20-26 5. Newton RE, Marunycz JD,
Alderdice Ml Napollello MX Review of the side-effect profile of Ouspirone. AmJMed. 1986;80(suppl3B):17-21.
Contraindications: Hypersensitivity to buspirone hydrochloride.Warnings: The administration of BoSpar to a patient taking a monoamine oxidase inhibitor (MAOI)
may pose a hazard. Since blood pressure has become elevated when BuSpar was administered con-
comitantly with an MAOI, such concomitant use is not recommended. BuSpar should not be employed in
lieu of appropriate antipsychotic treatment.
Precautions: General - Interference with cognitive and motor performance: Although buspirone is less
sedating than other anxiolytics and does not produce significant functional impairment, its UNS effects in
a given patient may not be predictable; therefore, patients should be cautioned about operating an auto¬
mobile or using complex machinery until they are reasonably certain that buspirone does not affect them
adversely. Although buspirone has not been shown to increase alcohol-induced impairment in motor and
mental performance, it is prudent to avoid concomitant use with alcohol.
Potential for withdrawal reactions in sedative/hypnotic/anxiolytic drug dependent patients: Because bu¬
spirone will not block the withdrawal syndrome often seen with cessation of therapy with benzodi-
azepines and other common sedative/hypnotic drugs, before starting buspirone withdraw patients gradu¬ally from their prior treatment, especially those who used a CNS depressant chronically. Rebound or
withdrawal symptoms may occur over varying time periods, depending in part on the type of drug and its
elimination half-life. The withdrawal syndrome can appear as any combination of irritability, anxiety, agi¬tation, insomnia, tremor, abdominal cramps, muscle cramps, vomiting, sweating, flu-like symptomswithout fever, and occasionally, even as seizures.
Possible concerns related to buspirone's binding to dopamine receptors: Because buspirone can bind to
central dopamine receptors, a question has been raised about its potential to cause acute and chronic
changes in dopamine mediated neurological function (eg, dystonia. pseudoparkinsonism, akathisia, and
tardive dyskinesia). Clinical experience in controlled trials has failed to identify any significant neuroleptic-like activity: however, a syndrome of restlessness, appearing shortly after initiation of treatment, has
been reported: the syndrome may be due to increased central noradrenergic activity or may beattributable to dopaminergic effects (ie, represent akathisia).Information lor Patients- Patients should be instructed to inform their physician about any medications,
prescription or nonprescription, alcohol or drugs they are now taking or plan to take during treatment withbuspirone; to inform their physician if they are pregnant, are planning to become pregnant, or become
pregnant while taking buspirone; to inform their physician if they are breast feeding; and not to drive a
car or operate potentially dangerous machinery until they experience how this medication affects them.
Drug Interactions

-

Concomitant use with other CNS active drugs should be approached with caution
(see Warnings). Concomitant use with trazodone may have caused 3- to 6-fold elevations of SGPT (ALT) in
a few patients. Concomitant administration of BuSpar and haloperidol resulted in increased serum haloperi-dol concentrations in normal volunteers. The clinical significance is not clear. Buspirone does not displacetightly bound drugs like phenytoin. propranolol, and warfarin from serum proteins, but may displace less
firmly bound drugs like digoxin. However, there was one report of prolonged prothrombin time when buspi¬
rone was given to a patient also treated with warfarin, phenytoin, phénobarbital, digoxin, and Synthroid.Carcinogenesis. Mutagenesis. Impairment of Fertility

-

No evidence of carcinogenic potential was
observed in rats or mice; buspirone did not induce point mutations, nor was DNA damage observed;
chromosomal aberrations or abnormalities did not occur.
Pregnancy: Teratogenic Effects- Pregnancy Category B: Should be used during pregnancy only if clear¬
ly needed.
Au/s/fljr MoMe/s

-

Administration to nursing women should be avoided if clinically possible.Pediatrie Use
-

The safety and effectiveness have not been determined in individuals below 18 years of
age.use in the Elderly- No unusual, adverse, age-related phenomena have been identified in elderly patientsreceiving a total, modal daily dose of 15 mg.
Use in Patients with Impaired Hepatic or Penal Function

-

Since buspirone is metabolized by the liver
and excreted by the kidneys, it is not recommended in severe hepatic or renal impairment.Adverse Reactions (See also Precautions): Commonly Ohsen/ed- The more commonly observed unto¬
ward events, not seen at an equivalent incidence in placebo-treated patients, include dizziness, nausea,headache, nervousness, lightheadedness, and excitement.
Associated with Discontinuation ot Treatment

-

The more common events causing discontinuation
included: central nervous system disturbances (3.4%), primarily dizziness, insomnia, nervousness,drowsiness, lightheaded feeling: gastrointestinal disturbances (1.2%). primarily nausea; miscellaneous
disturbances (1.1%), primarily headache and fatigue. In addition, 3.4% of patients had multiple com¬
plaints, none of which could be characterized as primary.Incidence in Controlled Clinical Trials

-

Adverse events reported by 1% or more of 477 patients who
received buspirone in four-week, controlled trials: Cardiovascular: Tachycardia/palpitations 1 %. CNS:
Dizziness 12%, drowsiness 10%, nervousness 5%, insomnia 3%. lightheadedness 3% decreased con¬
centration 2%, excitement 2%, anger/hostility 2%, confusion 2%, depression 2%. EEÑT: Blurred vision2%. Gastrointestinal: Nausea 8%, dry mouth 3%, abdominal/gastric distress 2%, diarrhea 2%, constipa¬tion 1%, vomiting 1%. Musculoskeletal: Musculoskeletal aches/pains 1%. Neurological: Numbness 2%,
parestesia 1%, incoordination 1%, tremor 1%. Skin: Skin rash 1%. Miscellaneous: Headache 6%,fatigue 4%, weakness 2%, sweating/clamminess 1%.
Other Events Observed During the Entire Prémarketing Evaluation

-

The relative frequency of all other
undesirable events reasonably associated with the use of buspirone in approximately 3000 subjects who
took multiple doses of the drug under well-controlled, open, and uncontrolled conditions is defined as
follows: Frequent are those occurring in at least 1/100 patients; infrequent are those occurring in 1/100 to
1/1000 patients; and rare are those occurring in less than 1/1000 patients. Cardiovascular- frequent:non-specific chest pain; infrequent: syncope, hypotension, hypertension: rare: cerebrovascular accident,
congestive heart failure myocardial infarction, cardiomyopathy, bradycardia. Central Nervous System

-frequent: dream disturbances; infrequent: depersonalization. dysphoria, noise intolerance, euphoria,akathisia, tearfulness, loss of interest, dissociative reaction, hallucinations, suicidal ideation, seizures;
rare: feelings of claustrophobia, cold intolerance, stupor, slurred speech, psychosis, EENT- frequent: tin¬nitus, sore throat, nasal congestion: infrequent: redness and itching of the eyes, altered taste, alteredsmell, conjunctivitis; rare: inner ear abnormality, eye pain, photophobia, pressure on eyes. Endocrine

-

rare: galactorrhea, thyroid abnormality. Gastrointestinal
-

infrequent: flatulence, anorexia, increased
appetite, salivation, irritable colon, rectal bleeding; rare: burning of the tongue. Genitourinary- infre¬
quent: urinary frequency, urinary hesitancy, menstrual irregularity and spotting, dysuria: rare: amenor-
rnea, pelvic inflammatory disease, enuresis, nocturia. Musculoskeletal

-

infrequent: muscle cramps,muscle spasms, rigid/stiff muscles, arthralgias. Neurological
-

infrequent: involuntary movements,
slowed reaction time; rare: muscle weakness. Respiratory

-

infrequent: hyperventilation, shortness of
breath chest congestion; rare: epistaxis. Sexual Function

-

infrequent: decreased or increased libido;
rare: delayed ejaculation, impotence. Skin

-

infrequent: edema, pruritus, flushing, easy bruising, hair
loss, dry skin, facial edema, blisters; rare: acne, thinning of nails. Clinical Laboratory

-

infrequent:increases in hepatic aminotransferases (SGOT. SGPT); rare: eosinophilia, leukopenia. thrombocytopenia.Miscellaneous
-

infrequent: weight gain, fever, roaring sensation in the head, weight loss, malaise; rare:
alcohol abuse, bleeding disturbance, loss of voice, hiccoughs.Postintroduction Clinical Experience

-

Rare occurrences of allergic reactions, cogwheel rigidity, dyston-ic reactions, ecchymosis, emotional lability, tunnel vision, and urinary retention have been reported.
Because of the uncontrolled nature of these spontaneous reports, a causal relationship to BuSpar has not
been determined.
Drug Abuse and Dependence: Controlled Substance Class

-

Not a controlled substance.
Physical and Psychological Dependence

-

Buspirone has shown no potential for abuse or diversion and
there is no evidence that it causes tolerance, or either physical or psychological dependence. However,
since it is difficult to predict from experiments the extent to which a CNS-active drug will be misused,diverted, and/or abused once marketed, physicians should carefully evaluate patients for a history of drugabuse and follow such patients closely, observing them for signs of buspirone misuse or abuse
(eg, development of tolerance, incrementation of dose, drug-seeking behavior).Overdosage: Signs and Symptoms

-

At doses approaching 375 mg/day the following symptoms were
observed: nausea, vomiting, dizziness, drowsiness, miosis, and gastric distress. No deaths have been
reported in humans either with deliberate or accidental overdosage.Recommended Overdosage Treatment

-

General symptomatic and supportive measures should be used
along with immediate gastric lavage. No specific antidote is known and dialyzability of buspirone has not
been determined.
For complete details, see Prescribing Information or consult Mpilfl M iïïTÎTTïïlyour Mead Johnson Pharmaceuticals Representative. iwioou^li 111 tau 11
U.S. Patent Nos. 3,717,634 and 4,182,763 pharmaceuticals
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Cognitive Therapy and Pharmacotherapy
for Depression: Singly and in Combination

Cognitive therapy and imipramine hydrochloride
tricyclic pharmacotherapy, each singly and in com¬

bination, were compared in the treatment of non-

psychotic, nonbipolar depressed outpatients. One hundred
seven patients were randomly assigned to 12 weeks of ac¬

tive treatment; 64 patients completed the full course of treat¬
ment. Rates of attrition were high but not differential. Cog¬
nitive therapy and pharmacotherapy did not differ in terms
of symptomatic response, either in the primary analyses or

in secondary analyses restricted to more severely depressed
outpatients. Initial severity did predict response within phar¬
macotherapy alone, but not within cognitive therapy. Com¬
bining cognitive therapywith pharmacotherapy did not mark¬
edly improve response over that observed for either mo¬

dality alone, although such nonsignificant differences as

were evident did favor the combined treatment. Two pa¬
tients died as a consequence of suicide attempts, both of
which involved study medication.

(1992;49:774-781) Steven D. Hollon et al, Department of Psy¬
chology, Vanderbilt University, 306 Wilson Hall, Nashville,
TN 37240.

ARCHIVES OF INTERNAL MEDICINE

Systolic Hypertension in the Elderly:
Pathophysiology and Management

Isolated systolic hypertension occurs with increased
prevalence in the elderly population. It is charac¬
terized by reduced vascular compliance, often com¬

bined with increased peripheral resistance. These changes
are not specific to patients with systolic hypertension, oc¬

curring, perhaps to a lesser extent, in the normo tensive
aging population as well. Systolic hypertension is asso¬

ciated with a risk of cardiovascular morbidity and mor¬

tality that possibly exceeds that associated with systolic-
diastolic hypertension. However, until the recent report
of the Systolic Hypertension in the Elderly Program, the
benefit of treatment of this population was undocu¬
mented. The Systolic Hypertension in the Elderly Pro¬
gram demonstrated that lowering of blood pressure with
a diuretic, combined, when necessary, with a beta blocker,
reduced the rate of myocardial infarction and stroke. Other
agents may also be effective in lowering blood pressure,
although their ability to reduce cardiovascular morbidity
and mortality in this population remains to be docu¬
mented. The results suggest that pharmacologie treat¬
ment be considered for patients older than 60 years whose

Continued on page 16
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24 HOUR POWER
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Brief Summary
SUPRAX® cefixime
Please see package insert for full Prescribing Information.
INDICATIONS AND USAGE

Otitis Media caused by Haemophilus influenzae (beta-lactamase positive and negative strains),
Moraxella (Branhamella) catarrhalis (most of which are beta-lactamase positive), and Streptococcus
pyogenes. '
Note: For information on otitis media caused by Streptococcuspneumoniae, see CLINICAL
STUDIES section.

Acute Bronchitis and Acute Exacerbations of Chronic Bronchitis caused by S pneumoniae
and H influenzae (beta-lactamase positive and negative strains).

Perform culture and susceptibility studies to determine causative organism and its susceptibility to
SUPRAX. Therapy may begin while waiting for study results and may be adjusted when results are
known.

Pharyngitis and Tonsillitis caused by S pyogenes.
Note: Penicillin is the usual drug of choice in the treatment of S pyogenes infections, including the
prophylaxis of rheumatic fever. SUPRAX is generally effective in the eradication of S pyogenes from
the nasopharynx; however, data establishing the efficacy of SUPRAX in the subsequent prevention of
rheumatic fever are not available-

Uncomplicated Urinary Tract Infections caused by Escherichia coli and Proteus mirabilis.
"Efficacy for this organism was studied in fewer than ten patients with otitis media.

CLINICAL STUDIES
In clinical trials of otitis media in nearly 400 children between the ages of 6 months and 10 years.

S pneumoniae was isolated from 47% of the patients, H influenzae from 34%,  catarrhalis from 15%,
and S pyogenes from 4%.

The overall response rate of S pneumoniae to cefixime was approximately 10% lower and that of
H influenzae or  catarrhalis approximately 7% higher (12% when beta-lactamase positive strains of
 influenzae are included) than the response rates of these organisms to the active control drugs.

In these studies, patients were randomized and treated with either cefixime at dose regimens of
4 mg/kg bid or 8 mg/kg qd, or with a standard antibiotic regimen. Sixty-nine to 70% of the patients in
each group had resolution of signs and symptoms of otitis media when evaluated 2 to 4 weeks
posttreatment, but persistent effusion was found in 15% of the patients. When evaluated at the
completion of therapy, 17% of patients receiving cefixime and 14% of patients receiving effective
comparative drugs (18% including those patients who had  influenzae resistant to the control drug
and who received the control antibiotic) were considered to be treatment failures. By the 2- to 4-week
follow-up, a total of 30% to 31% of patients had evidence of either treatment failure or recurrent
disease.

Bacteriological Outcome of Otitis Media at 2- to 4-Weeks Posttherapy
Based on Repeat Middle Ear Fluid Culture or Extrapolation From Clinical Outcome

Organism
Cefixime(a)
4 mg/kg bid

Cefixime(a)
8 mg/kg qd

Control(a)
drugs

Streptococcus pneumoniae
Haemophilus influenzae

beta-lactamase negativeHaemophilus influenzae
beta-lactamase positive

Moraxella (Branhamella)
catarrhalis

Streptococcus pyogenes

48/70 (69%) 18/22 (82%) 82/100 (82%)
24/34 (71%) 13/17 (76%) 23/34 (68%)
17/22 (77%) 9/12 (75%) 1 /1 (b)

(84%) 5/5 18/24 (75%)26/31
5/5

5/5
3/3

18/24
6/7

All Isolates 120/162 (74%) 48/59 (81%) 130/166 (78%)
(a) Number eradicated/number isolated.
(b) An additional 20 beta-lactamase positive strains of  influenzae were isolated, but were excluded

from this analysis because they were resistant to the control antibiotic. In 19 of these the clinical
course could be assessed, and a favorable outcome occurred in 10. When these cases are
included in the overall bacteriological evaluation of therapy with the control drugs. 140/185 (76%) of
pathogens were considered to be eradicated.

Tablets should not be substituted for suspension when treating otitis media.
CONTRAINDICATIONS

Known allergy to cephalosporins.
WARNINGS

BEFORE THERAPY WITH SUPRAX IS INSTITUTED, CAREFUL INQUIRY SHOULD BE MADE
TO DETERMINE WHETHER THE PATIENT HAS HAD PREVIOUS HYPERSENSITIVITY
REACTIONS TO CEPHALOSPORINS, PENICILLINS, OR OTHER DRUGS. IF THIS PRODUCT IS
TO BE GIVEN TO PENICILLIN-SENSITIVE PATIENTS, CAUTION SHOULD BE EXERCISED
BECAUSE CROSS-HYPERSENSITIVITY AMONG BETA-LACTAM ANTIBIOTICS HAS BEEN
CLEARLY DOCUMENTED AND MAY OCCUR IN UP TO 10% OF PATIENTS WITH A HISTORY OF
PENICILLIN ALLERGY. IF AN ALLERGIC REACTION TO SUPRAX OCCURS, DISCONTINUE THE
DRUG. SERIOUS, ACUTE HYPERSENSITIVITY REACTIONS MAY REQUIRE TREATMENT WITH
EPINEPHRINE AND OTHER EMERGENCY MEASURES, INCLUDING OXYGEN, INTRAVENOUS
FLUIDS, INTRAVENOUS ANTIHISTAMINES, CORTICOSTEROIDS, PRESSOR AMINES, AND
AIRWAY MANAGEMENT, AS CLINICALLY INDICATED.

Administer cautiously to allergic patients.
Treatment with broad-spectrum antibiotics alters the normal flora of the colon and may permit

overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficile is a primary
cause of severe antibiotic-associated diarrhea including pseudomembranous colitis.
Pseudomembranous colitis has been reported with the use of SUPRAX and other broad-spectrum
antibiotics (including macrolides, semisynthetic penicillins, and cephalosporins). It is important to
consider this diagnosis in patients who develop diarrhea in association with antibiotic use.

SUPRAX* cefixime

Symptoms of pseudomembranous colitis may occur during or after antibiotic treatment and may range
in severity from mild to life threatening. Mild cases usually respond to drug discontinuation alone.
Moderate-to-severe cases should be managed with fluid, electrolyte, and protein supplementation.
When the colitis is not relieved by drug discontinuance, or when it is severe, oral vancomycin is the
drug of choice for antibiotic-associated pseudomembranous colitis produced by C difficile. Other
causes of colitis should be excluded.
PRECAUTIONS
General: Prolonged use may result in overgrowth of nonsusceptible organisms. If superinfection
occurs, take appropriate measures.

Carefully monitor patients on dialysis. Adjust dosage of SUPRAX in patients with renal impairment
and those undergoing continuous ambulatory peritoneal dialysis and hemodialysis. (See DOSAGE
AND ADMINISTRATION in package insert.)

Prescribe cautiously in patients with a history of gastrointestinal disease, particularly colitis.
Drug Interactions: No significant drug interactions have been reported to date.
Drug/Laboratory Test Interactions: A false-positive reaction for ketones in the urine may occur with
tests using nitroprusside but not with those using nitroferricyanide.

SUPRAX administration may result in a false-positive reaction for glucose in the urine using
Clinitest®," Benedict's solution, or Fehlings solution. Use glucose tests based on enzymatic glucose
oxidase reactions (such as Clinistix®" or Tes-Tape®**).

A false-positive direct Coombs test has been reported during treatment with other cephalosporin
antibiotics; therefore, it should be recognized that a positive Coombs test may be due to the drug.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Although no lifetime animal studies have
been conducted to evaluate carcinogenic potential, no mutagenic potential of SUPRAX was found in
standard laboratory tests. Reproductive studies revealed no fertility impairment in rats at doses up to
125 times the adult therapeutic dose.
Usage in Pregnancy: Pregnancy Category B: Reproduction studies have been performed in mice
and rats at doses up to 400 times the human dose and have revealed no evidence of harm to the fetus
due to SUPRAX.

There are no adequate and well-controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, this drug should be used during
pregnancy only it clearly needed.
Labor and Delivery: SUPRAX has not been studied for use during labor and delivery. Treatment
should only be given if clearly needed.
Nursing Mothers: It is not known whether SUPRAX is excreted in human milk. Consider discontinuing
nursing temporarily during treatment with this drug.
Pediatrie Use: Safety and effectiveness of SUPRAX in children aged less than 6 months have not
been established.

The incidence of gastrointestinal adverse reactions, including diarrhea and loose stools, in pediatrie
patients receiving the suspension, was comparable to adult patients receiving tablets.
ADVERSE REACTIONS

Most adverse reactions observed in clinical trials were of a mild and transient nature. Less than four
percent (3.8%) of patients in the US trials discontinued therapy because of drug-related adverse
reactions. Commonly seen adverse reactions in US trials of the tablet formulation were gastrointestinal
events, which were reported in 30% of adult patients on either the bid or the qd regimen. Clinically mild
gastrointestinal side effects occurred in 20% of all patients, moderate events occurred in 9% of all
patients, and severe adverse reactions occurred in 2% of all patients. Individual event rates included
diarrhea 16%, loose or frequent stools 6%, abdominal pain 3%, nausea 7%, dyspepsia 3%, and
flatulence 3%. The incidence of gastrointestinal adverse reactions, including diarrhea and loose
stools, in pediatrie patients receiving the suspension was comparable to adult patients receiving
tablets.

Symptoms usually responded to symptomatic therapy or ceased when SUPRAX was discontinued.
Several patients developed severe diarrhea and/or documented pseudomembranous colitis, and a

few required hospitalization.
The following adverse reactions have been reported following the use of SUPRAX. Incidence rates

were less than 1 in 50 (less than 2%), except as noted above for gastrointestinal events.
Gastrointestinal: Diarrhea, loose stools, abdominal pain, dyspepsia, nausea, and vomiting. Several
cases of documented pseudomembranous colitis were identified during the studies. The onset of
pseudomembranous colitis symptoms may occur during or after therapy.
Hypersensitivity Reactions: Skin rashes, urticaria, drug fever, and pruritus. Erythema multiforme,
Stevens-Johnson syndrome, and serum sickness have been reported rarely.
Hepatic: Transient elevations in SGPT SGOT, and alkaline phosphatase.
Renal: Transient elevations in BUN or creatinine.
Central Nervous System: Headaches 3%; dizziness.
Hemic and Lymphatic Systems: Transient thrombocytopenia. leukopenia, and eosinophilia.
Prolongation in prothrombin time was seen rarely.
Other: Genital pruritus, vaginitis, candidiasis.

The following adverse reactions and altered laboratory tests have been reported for
cephalosporin-class antibiotics:

Adverse Reactions: Allergic reactions including anaphylaxis, toxic epidermal necrolysis,
superinfection, renal dysfunction, toxic nephropathy, hepatic dysfunction, including cholestasis,
aplastic anemia, hemolytic anemia, hemorrhage.

Several cephalosporins have been implicated in triggering seizures, particularly in patients with
renal impairment when the dosage was not reduced (see DOSAGE AND ADMINISTRATION and
OVERDOSAGE). If seizures associated with drug therapy occur, discontinue drug. Administer
anticonvulsant therapy if clinically indicated.

Abnormal Laboratory Tests: Positive direct Coombs test, elevated bilirubin, elevated LDH,
pancytopenia, neutropenia, agranulocytosis.
OVERDOSAGE

Gastric lavage may be indicated; otherwise, no specific antidote exists. Cefixime is not removed in
significant quantities from the circulation by hemodialysis or peritoneal dialysis. Adverse reactions in
small numbers of healthy adult volunteers receiving single doses up to 2 g of SUPRAX did not differ
from the profile seen in patients treated at the recommended doses.
"Clinitest and Clinistix are registered trademarks of Ames Division, Miles Laboratories, Inc. Tes-Tape
is a registered trademark of Eli Lilly and Company.
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Hurricane Andrew destroyed
more than homes.
Andrew blew away the practices of nearly
1000 physicians.
Offices and equipment were flattened,
patient and financial records were destroyed,
and carefully nurtured careers were shattered
... all in a matter of hours. Now, the mam¬

moth task of rebuilding southern Florida
is underway.
Many of your Florida colleagues need help
fast—their losses go far beyond what can be
covered by insurance or government assis¬
tance. At the same time, their patients' need
for skilled care is at a critical high.
The Florida Medical Foundation/Hurricane
Relief Fund has been established to help the
physicians who were hardest hit in the recent

disaster. Your tax-deductible contribution
will directly benefit colleagues who are

facing the challenge of a lifetime.

The American Medical Association joins the
Florida Medical Association in appealing for
your help. Send your contribution—or
volunteer your services—but don't hesitate.
Act now.

There is much to do, and no time to lose.

Send contributions payable to: Florida
Medical Foundation, Hurricane Relief
Fund, PO Box 2411, Jacksonville, FL
32203. Or contact the Florida Medical
Association, 904 356-1571.

American Medical Association
Physicians dedicated to the health of America



























M I.V. INJECTION/TABLETSTenormih (arenobl) 25,50,100 mg tablets
(FOR FULL PRESCRIBING INFORMATION. SEE PACKAGE INSERT.)
INDICATIONS AND USAGE' Hypertension: TENORMIN is indicated in the management of hypertension. It may be used alone or
concorri ¡tartly with other anti hypertensive agents, particularly with a thiazide-type diuretic.

Angina Pectoris Due to Coronary Atherosclerosis: TENORMIN is indicated for the long-term management of patients with angina pectoris.
Acute Myocardial Infarction: TENORMIN is indicated in the management of hemodynamically stable patients with definite or suspected

acute myocardial infarction to reduce cardiovascular mortality. Treatment can be initiated as soon as the patient's clinical condition allows.
(See DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS.) In general, there is no basis for treating patients like
those who were excluded from the ISIS-1 trial (blood pressure less than 100 mm Hg systolic, heart rate less than 50 bpm) or have other
reasons to avoid beta blockade. As noted above, some subgroups (eg, elderly patients with systolic blood pressure below 120 mm Hg)
seemed less likely to benefit.
CONTRAINDICATIONS: TENORMIN is contramdicated in sinus bradycardia, heart block greater than first degree, cardiogenic shock, and
overt cardiac failure. (See WARNINGS.)
WARNINGS: Cardiac Failure: Sympathetic stimulation is necessary in supporting circulatory function in congestive heart failure, and beta
blockade carries the potential hazard of further depressing myocardial contractility and precipitating more severe failure. In patients who
have congestive heart failure controlled by digitalis and/or diuretics. TENORMIN should be administered cautiously. Both digitalis and
atenolol slow AV conduction.

In patients with acute myocardial Infarction, cardiac failure which is not promptly and effectively controlled by 80 mg of intravenous
furosemide or equivalent therapy is a contraindication to beta-blocker treatment.

In Patients Without a History of Cardiac Failure: Continued depression of the myocardium with beta-blocking agents over a period of
time can, in some cases, lead to cardiac failure. At the first sign or symptom of impending cardiac failure, patients should be fully digitahzed
and/or be given a diuretic and the response observed closely, if cardiac failure continues despite adeguate digitization and diuresis,
TENORMIN should be withdrawn. (See DOSAGE AND ADMINISTRATION.)

TENORMIN
 

(atenolol)25, 5O.1O0 mg tablets

In a study of 477 patients, the following adverse events were
reported during either intravenous and/or oral atenolol administration:

Cessation ol Therapy with TENORMIN: Patients with coronary artery disease, who are being treated with TENORMIN, should be advised
against abrupt discontinuation of therapy. Severe exacerbation of angina and the occurrence of myocardial infarction and ventricular
arrhythmias have been reported in angina patients following the abrupt discontinuation of therapy with beta blockers. The last two
complications may occur with or without preceding exacerbation of the angina pectoris. As with other beta blockers, when discontinuation
of TENORMIN is planned, the patients should be carefully observed and advised to limit physical activity to a minimum. If the angina
worsens or acute coronary insufficiency develops, it is recommended that TENORMIN be promptly reinstituted, at least temporarily.
Because coronary artery disease is common and may be unrecognized, it may be prudent not to discontinue TENORMIN therapy
abruptly even in patients treated only for hypertension. (See DOSAGE AND ADMINISTRATION.)_

Bronchospastic Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD. IN GENERAL. NOT RECEIVE BETA BLOCKERS.
Because of its relative beta, selectivity, however, TENORMIN may be used with caution in patients with bronchospastic disease who
do not respond to, or cannot tolerate, other anfihypertensive treatment. Since beta, selectivity is not absolute, the lowest possible
dose of TENORMIN should be used with therapy initiated at 50 mg and a beta,-stimulating agent (branchodilator) should be made
available. If dosage must be increased, dividing the dose should be considered in order to achieve lower peak blood levels.

Anesthesia and Major Surgery: It is not advisable to withdraw beta-adrenoreceptor blocking drugs prior to surgery in the majority of
patients. However, care should be taken when using anesthetic agents such as those which may depress the myocardium. Vagai
dominance, if it occurs, may be corrected with atropine (1 -2 mg IV).

Additionally, caution should be used when TENORMIN I.V. Injection is administered concomitantly with such agents.
TENORMIN, like other beta blockers, is a competitive inhibitor of beta-receptor agonists and its effects on the heart can be reversed by

administration of such agents: eg, dobutamlne or isoproterenol with caution (see section on OVERDOSAGE).
Diabetes and Hypoglycemia: TENORMIN should be used with caution in diabetic patients if a beta-blocking agent is required. Beta

blockers may mask tachycardia occurring with hypoglycemia, but other manifestations such as dizziness and sweating may not be
significantly affected. At recommended doses TENORMIN does not potentiate insulin-induced hypoglycemia and, unlike nonselective beta
blockers, does not delay recovery of blood glucose to normal levels.

Thyrotoxicosis: Beta-adrenergic blockade may mask certain clinical signs (eg, tachycardia) of hyperthyroidism. Patients suspected of
having thyroid disease should be monitored closely when administering TENORMIN I.V. Injection. Abrupt withdrawal of beta blockade
might precipitate a thyroid storm; therefore, patients suspected of developing thyrotoxicosis from whom TENORMIN therapy is to be
withdrawn should be monitored closely. (See DOSAGE AND ADMINISTRATION.)Pregnancy and Fetal Injury: TENORMIN can cause fetal harm when administered to a pregnant woman. TENORMIN crosses the
placental barrier and appears in cord blood. No studies have been performed on the use of TENORMIN in the first trimester and the
possibility of fetal injury cannot be excluded. TENORMIN has been used under close supervision for the treatment of hypertension in the
third trimester. Administration of TENORMIN for longer periods to pregnant women In the management of mild to moderate hypertension
has been associated with intrauterine growth retardation. If this drug is used during pregnancy, or if the patient becomes pregnant while
taking this drug, the patient should be apprised of the potential hazard to the fetus.

Atenolol has been shown to produce a dose-related increase in embryo/fetal résorptions in rats at doses equal to or greater than 50 mg/kg/day
or 25 or more times the maximum recommended human antihypertensrve dose. ' Although similar effects were not seen in rabbits, the compound
was not evaluated in rabbits at doses above 25 mg/kg/day or 12.5 times the maximum recommended human antihypertensrve dose.*

'Based on the maximum dose of 100 mg/day ina 50 kg patient.
PRECAUTIONS: General: Patients already on a beta blocker musi be evaluated carefully before TENORMIN is administered. Initial and
subsequent TENORMIN dosages can be adjusted downward depending on clinical observations including pulse and blood pressure.
TENORMIN may aggravate peripheral arterial circulatory disorders.

Impaired Renal Function: The drug should he used with caution in patients with impaired renal function. (SEE DOSAGE AND
ADMINISTRATION.)

Drug Interactions: Catecholamine-depleting drugs {eg, reserpine) may have an additive effect when given with beta-blocking agents.
Patients treated with TENORMIN plus a catecholamine depietor should therefore be closely observed for evidence of hypotension and/or
marked bradycardia which may produce vertigo, syncope, or postural hypotension.

Beta blockers mayexacerbate the rebound hypertensionwhichcan followthewithdrawal ofclonidine. II thetwodrugsare«administered,
the beta blocker should be withdrawn several days before the gradual withdrawal of clonidine. If replacing clonidine by beta-blocker
therapy, the introduction of beta blockers should be delayed for several days after clonidine administration has stopped.

Caution should be exercised with TENORMIN I.V. Injection when given in close proximity with drugs that may also have a depressant
effect on myocardial contractility. On rare occasions, concomitant use of intravenous beta blockers and intravenous verapamil has resulted
¡n serious adverse reactions, especially in patients with severe cardiomyopathy, congestive heart failure, or recent myocardial infarction.

Information on concurrent usage of atenolol and aspirin is limited. Data from several studies, ¡e, TIMI-il, ISIS-2, currently do not suggest
any clinical interaction between aspirin and beta blockers in the acute myocardial infarction setting.

While taking beta blockers, patients with a history of anaphylactic reaction to a variety of allergens may have a more severe reaction on
repeated challenge, either accidental, diagnostic, or therapeutic. Such patients may be unresponsive to the usual doses of epinephrine
used to treat the allergic reaction.

Carcinogenesis, Mutagenesis, Impairment ol Fertility Two long-term (maximum dosing duration of 18 or24 months) rat studies and
one long-term (maximum dosing duration of 18 months) mouse study, each employing dose levels as high as 300 mg/kg/day or 150 times
the maximum recommended human antihypertensive dose,* did not indicate a carcinogenic potential of atenolol. A third (24 month) rat
study, employing doses of 500 and 1,500 mg/kg/day (250 and 750 times the maximum recommended human antihypertensive dose*)
resulted in increased incidences of benign adrenal medullary tumors in males and females, mammary fibroadenomas in females, and
anterior pituitary adenomas and thyroid parafollicular cell carcinomas in males. No evidence of a mutagenic potential of atenolol was
uncovered in the dominant lethal test (mouse), in vivo cytogenetics test (Chinese hamster), or Ames test (5 typhimurium).Fertility of male or female rats (evaluated at dose levels as high as 200 mg/kg/day or 100 times the maximum recommended human
dose*) was unaffected by atenolol administration.

Animal Toxicology: Chronic studies employing oral atenolol performed in animals have revealed the occurrence of vacuolation of epithelial
cells of Srunner's glands in the duodenum of both male and female dogs at all tested dose levels of atenolol (starting at 15 mg/kg/day or 7.5
times the maximum recommended human antihypertensive dose*) and increased incidence of atrial degeneration of hearts of male rats at
300 but not 150 mg atenolol/kg/day (150 and 75 times the maximum recommended human antihypertensive dose,* respectively).

Usage In Pregnancy: Pregnancy Category 0: See WARNINGS
-

Pregnancy and Fetal Injury.
Nursing Mothers: Atenolol is excreted in human breast milk at a ratio of 1.5 to 6.8 when compared to the concentration in plasma.

Caution should be exercised when TENORMIN is administered to a nursing woman. Clinically significant bradycardia has been reported in
breast fed infants. Premature infants, or infants with impaired renal function, may be more likely to develop adverse effects.

Pediatrie Use: Safety and effectiveness in children have not been established.
"Based on the maximum dose of 100 mg/day in 50 kg patient.

ADVERSE REACTIONS: Most adverse effects have been mild and transient.
The frequency estimates in the following table were derived from controlled studies in hypertensive patients in which adverse reactions

were either volunteered by the patient {US studies) or elicited, eg, by checklist (foreign studies). The reported frequency of elicited adverse
effects was higher for both TENORMIN and placebo-treated patients than when these reactions were volunteered. Where frequency of
adverse effects of TENORMIN and placebo is similar, causal relationship to TENORMIN is uncertain.

Volunteered Total
-

Volunteered and Elicited
(US Studies) (Foreign + US Studies)Atenolol {n = 164) Placebo {n = 206) Atenolol (n = 399) Placebo (n = 407)

% % % %
CARDIOVASCULAR

Bradycardia
Cold Extremities
Postural Hypotension
Leg Pain

CENTRAL NERVOUS SYSTEM/
NEUROMUSCULAR

Dizziness
Vertigo
Light-headedness
Tiredness
Fatigue
Lethargy
Drowsiness
Depression
Dreaming

GASTROINTESTINAL
Diarrhea
Nausea

RESPIRATORY {see WARNINGS)Wheeziness
Dyspnea

2
1
(IG
3
1
06
06

0
06

0
0.5

0.5
0
0.5
1
0
0
05
0

1

6
0,2
0.7

13
5
0.7
0.5
9

Conventional
Therapy

Plus Atenolol
(n=244)

Conventional
Therapy

Alone
(n=233)

Bradycardia
Hypotension
Bronchospasm
Heart Failure
Heart Block
BBB + Major

Axis Deviation
Supraventricular Tachycardia
Atrial Fibrillation
Atrial Flutter
Ventricular Tachycardia
Cardiac Reinfarction
Total Cardiac Arrests
Nonfatal Cardiac Arrests
Deaths
Cardiogenic Shock
Development of Ventricular

Septal Defect
Development of Mitral

Régurgitation
Renal Failure
Pulmonary Emboli_

43 (18%)
60 (25%)

3 (1.2%)
46 (19%)
11 (4.5%)
16 (6.6%)
28 (11.5%)
12 (5%)

4 (1.6%)
39 (16%)

0 (0%)
4 (1.6%)
4 (1.6%)
7 (2.9%)
1 (0.4%)
0 (0%)
0 (0%)
1 (0.4%)3 (1.2%)

24 (10%)34 (15%)
2 (0.9%)

56 (24%)
tO (4.3%)
28 (12%)45 (19%)29 (1t%)7 (3%)
52 (22%)6 (2.6%)16 (6.9%)
12 (5.1%)
t6 (6.9%)4 (1.7%)
2 (0.9%)
2 (0.9%)
0 (0%)0 (0%)

In the subsequent International Study of Infarcì Survival (ISIS-1)including over 16,000 patients of whom 8,037 were randomized to
receive TENORMIN treatment, the dosage of Intravenous and sub¬
sequent oral TENORMIN was either discontinued or reduced for the
following reasons:

Reasons for Reduced Dosage
IV Atenolol

Reduced Dose Oral Partial
_(<5mg)*_Dose
Hypotension/Bradycardia 105 (1.3%) 1168 (14.5%)
Cardiogenic Shock 4 (.04%) 35 (.44%)
Reinfarction 0 (0%) 5 (.06%)
Cardiac Arrest 5 (.06%) 28 (.34%)
Heart Block (> first degree) 5 (.06%) 143 (1.7%)
Cardiac Failure 1 (.01%) 233 (2.9%)
Arrhythmias 3 (.04%) 22 (.27%)
Bronchospasm 1 (.01%) 50 (.62%)
* Full dosage was 10 mg and some patients received less than 10 mg
but more than 5mg._

During postmarketing experience with TENORMIN, the following
have been reported in temporal relationship to the use of the drug:
elevated liver enzymes and/or bilirubin, headache, impotence,
Peyronie's disease, psoriasiform rash or exacerbation of psoriasis,
purpura, reversible alopecia, and thrombocytopenia. TENORMIN,
like other beta blockers, has been associated with the development
of antinuclear antibodies (ANA) and lupus syndrome.

POTENTIAL ADVERSE EFFECTS: In addition, a variety of adverse effects have been reported with other beta-adrenergic blocking agents,
and may be considered potential adverse effects of TENORMIN.

Hématologie: Agranulocytosis.
Allergic: Fever, combined with aching and sore throat, laryngospasm. and respiratory distress.
Central Nervous Syslem: Reversible mental depression progressing to catatonia; visual disturbances; hallucinations; an acute

reversible syndrome characterized by disorientation of time and place: short-term memory loss; emotional lability with slightly clouded
sensorium; and, decreased performance on neuropsychometrics.

Gastrointestinal: Mesenterio arterial thrombosis, ischemie colitis.
Other: Erythematous rash, Raynaud's phenomenon.
Miscellaneous: There have been reports of skin rashes and/or dry eyes associated with the use of beta-adrenergic blocking drugs. The

reported incidence is small, and in most cases, the symptoms have cleared when treatment was withdrawn. Discontinuance of the drug
should be considered if any such reaction is not otherwise explicable. Patients should beclosely monitored following cessation of therapy.
(SEE DOSAGE AND ADMINISTRATION.)

The oculomucocutaneous syndrome associated with the beta blocker practolol has not been reported with TENORMIN. Furthermore, a
number of patients who had previously demonstrated established practolol reactions were transferred to TENORMIN therapy with
subsequent resolution or quiescence of the reaction.
OVERDOSAGE: Overdosage with TENORMIN has been reported with patients surviving acute doses as high as 5 g. One death was reported
in a man who may have taken as much as 10 g acutely.

The predominant symptoms reported following TENORMIN overdoseare lethargy, disorder of respiratory drive, wheezing, sinus pause,
and bradycardia. Additionally, common effects associated with overdosage of any beta-adrenergic blocking agent and which might also be
expected in TENORMIN overdose are congestive heart failure, hypotension, bronchospasm, and/or hypoglycemia.

Treatment of overdose should be directed to the removal of any unabsorbed drug by induced emesis, gastric lavage, or administration
of activated charcoal. TENORMIN can be removed from the general circulation by hemodialysis. Other treatment modalities should be
employed at the physician's discretion and may include:
BRADYCARDIA; Atropine intravenously. If there is no response to vagai blockade, give Isoproterenol cautiously. In refractory cases, a
transvenous cardiac pacemaker may be indicated.

HEART BLOCK (SECOND OR THIRD DEGREE): Isoproterenol or transvenous cardiac pacemaker.
CARDIAC FAILURE: Digitalize the patient and administer a diuretic. Glucagon has been reported to be useful.
HYPOTENSION: Vasopressors such as dopamine or norepinephrine (levarterenol). Monitor blood pressure continuously.
BRONCHOSPASM: A beta^, stimulant such as isoproterenol or terbutaline and/or aminophylline.
HYPOGLYCEMIA: Intravenous glucose.
Based on the severity of symptoms, management may require intensive support care and facilities forappfying cardiac and respiratory support.

DOSAGE AND ADMINISTRATION: Hypertension: The initial dose of TENORMIN is 50 mg given as one tablet a day either alone or added to
diuretic therapy. The full effect of this dose will usually be seen within one to two weeks. If an optimal response is not achieved, the dosage
should be increased to TENORMIN 100 mg given as one tableta day. Increasing the dosage beyond 100 mg a day is unlikely to produce any
further benefit.

TENORMIN may be used alone or concomitantly with other antihypertensive agents including thiazide-type diuretics, hydralazine,
prazosin, and alpha-methyldopa.

Angina Pectoris: The initial dose of TENORMIN is 50 mg given as one tablet a day. If an optimal response is not achieved within one
week, the dosage should be increasedto TENORMIN 100 mg given as onetableta day. Some patients may require a dosage of200 mg once
a day for optimal effect.

Twenty-four hour control with once daily dosing is achieved by giving doses larger than necessary to achieve an immediate maximum
effect. The maximum early effect on exercise tolerance occurs with doses of 50 to 100 mg, but at these doses the effect at 24 hours is
attenuated, averaging about 50% to 75% of that observed with once a day oral doses of 200 mg.

Acute Myocardial Infarction: In patients with definite or suspected acute myocardial infarction, treatment with TENORMIN I.V. Injection
should be initiated as soon as possible after the patient's arrival in the hospital and after eligibility is established. Such treatment should be
initiated in a coronary care or similar unit immediately after the patient's hemodynamic condition has stabilized. Treatment should begin
with the intravenous administration of 5 mg TENORMIN over 5 minutes followed by another 5 mg intravenous injection 10 minutes later,
TENORMIN I.V. Injection should be administered under carefully controlled conditions including monitoring of blood pressure, heart rate,
and electrocardiogram. Dilutions of TENORMIN I.V. Injection in Dextrose Injection USP, Sodium Chloride Injection USP, or Sodium
Chloride and Dextrose Injection may be used. These admixtures are stable for 48 hours if they are not used immediately.

In patients who tolerate the full intravenous dose (10 mg), TENORMIN Tablets 50 mg should be initiated 10 minutes after the last
intravenous dose followed by another 50 mg oral dose 12 hours later. Thereafter, TENORMIN can be given orally either 100 mg once daily
or 50 mg twice a day tor a further 6-9 days or until discharge from the hospital. If bradycardia or hypotension requiring treatment or any
other untoward effects occur, TENORMIN should be discontinued.

Data from other beta blocker trials suggest that if there is any question concerning the use of IV beta blocker or clinical estimate that
there is a contraindication, the IV beta blocker may be eliminated and patients fulfilling the safety criteria may be given TENORMIN Tablets
50 mg twice daily or 100 mg once a day for at least seven days (if the IV dosing is excluded).

Although the demonstration of efficacy of TENORMIN is based entirely on data from the first seven postinfarction days, data from other
beta blocker trials suggest that treatment with beta blockers that are effective in the postinfarction setting may be continued for one to three
years if there are no contraindications.

TENORMIN is an additional treatment to standard coronary care unit therapy.
Elderly Patients or Patients with Renal Impairment: TENORMIN is excreted by the kidneys; consequently dosage should be adjusted

in cases of severe impairment of renal function. Some reduction in dosage may also be appropriate for the elderly, since decreased kidney
function is a physiologic consequence of aging. Atenolol excretion would be expected to decrease with advancing age.

No significant accumulation of TENORMIN occurs until creatinine clearance falls below 35 mL/min/1.73m?. Accumulation of atenolol
and prolongation of its half-life were studied in subjects with creatinine clearance between 5 and 105 mL/min. Peak plasma levels were
significantly increased in subjects with creatinine clearances below 30 mL/min.

Thefollowing maximum oral dosagesare recommended forelderly, renally-impaired patientsandfor patients with renal impairmentdue
to other causes:

Creatinine Clearance Atenolol Elimination Half-Life
_jmL/min/1.73rm)_(h)_Maximum Dosage_

15-35 16-27 50 mg daily
<15 >27 25 mg daily

Some renally-impaired or elderly patients being treated for hypertension may require a lower starting dose of TENORMIN: 25 mg given
as one tablet a day. If this 25 mg dose is used, assessment of efficacy must be made carefully. This should Include measurement of blood
pressure just prior to the next dose ("trough" blood pressure) to ensure that the treatment effect is present for a full 24 hours.

Although a similar dosage reduction may be considered for elderly and/or renally-impaired patients being treated for indications other
than hypertension, data are not available for these patient populations.

Patients on hemodialysis should be given 25 mg or 50 mg after each dialysis; this should be done under hospital supervision as marked
falls in blood pressure can occur.

Cessation of Therapy in Patients with Angina Pectoris: If withdrawal of TENORMIN therapy is planned, it should be achieved gradually
and patients should be carefully observed and advised to limit physical activity to a minimum.

Parenteral drug products should be inspected visually for paniculate matter and discoloration prior to administration, whenever solution
and container permit.
HOW SUPPLIED
TENORMIN Tablets: Tablets of 25 mg atenolol, NDC 0310-0107 (round, flat, uncoated white tablets with'Tdebossed on one side and 107
debossed on the other side) are supplied in bottles of 100 tablets.

Tablets of 50 mg atenolol, NDC 0310-0105 (round, flat, uncoated white tablets identified with ICI debossed on one side and 105
debossed on the other side, bisected) are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets. These
tablets are distributed by IC! Pharma.

Tablets of 100 mg atenolol, NDC 0310-0101 (round, flat, uncoated white tablets with ICI debossed on one side and 101 debossed on the
other side) are supplied in bottles of 100 tablets and unit dose packages ot 100 tablets. These tablets are distributed by ICI Pharma.

Store at controlled room temperature, 15°-30 °C (59°-86 °F). Dispense in well-closed, light resistan! containers.
TENORMIN I.V. Injection
TENORMIN I.V. Injection, NDC 0310-0108, is supplied as 5 mg atenolol in 10 mL ampules of isotonic citrate-buffered aqueous solution.

Protect from light. Keep ampules in outer packaging until time of use. Store at room temperature.
REV Y 03/92

Acute Myocardial Infarction: In a series of investigations in the treatment of acute myocardial infarction, bradycardia and hypotension
occurred more commonly, as expected for any beta blocker, in atenolol-treated patients than in control patients. However, these usually
responded to atropine and/or to withholding further dosage ol atenolol. The incidence of heart failure was not increased by atenolol.
Inotropic agents were infrequently used. The reported frequency of these and other events occurring during these investigations is given
in the following table.

ICI Pharma
FSA-1511 1192 ;) 1992 ICI AMERICAS INC.











NAPROSYN
(NAPROXEN) 500 mg tablets
Brief Summary:
Contraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
polyps. Because anaphylactic reactions usually occur in patientswith a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulcération,
and perforation can occur at any time, with or without warningsymptoms, in patients treated chronically with NSAIDs. Remain
alert for ulcération and bleeding in such patients even in the
absence of previous Gl tract symptoms. In clinical trials, symp¬
tomatic upper Gl ulcers, gross bleeding or perforation appear to
occur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year. Inform patients
about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur. Studies have not identified any subset
of patients not at risk of developing peptic ulcération and bleeding.
Except for a prior history of serious Gl events and other risk
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc., no risk factors (e.g., age, sex) have
been associated with increased risk. Elderly or debilitated patients
seem to tolerate ulcération or bleeding less well than others and
most spontaneous reports of fatal Gl events are in this population.In considering the use of relatively large doses (within the recom¬
mended dosage range), sufficient benefit should be anticipated to
offset the potential increased risk of Gl toxicity. Precautions: DO
NOT GIVE NAPROSYN« (NAPROXEN) CONCOMITANTLY WITH
ANAPROX« (NAPROXEN SODIUM OR ANAPROX* DS
(NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMAAS THE NAPROXEN      . Acute interstitial nephritis with hema-
turia, proteinuria, and nephrotic syndrome has been reported.Patients with impaired renal function, heart failure, liver dysfunc¬tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug.Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs, borderline elevations of liver tests may occur in up to
15% of patients. They may progress, remain unchanged, or be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.Severe hepatic reactions, including jaundice and fatal hepatitis,have been reported rarely. If liver disease develops or it systemicmanifestations occur (e.g.. eosinophilia or rash), discontinue ther¬
apy. If steroid dosage is reduced or eliminated during therapy, do
so slowly and observe patients closely tor adverse effects, includ¬
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph¬
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart failure. The
drug's antipyretic and anti-inflammatory activities may reduce
fever and inflammation, diminishing their diagnostic value. Con¬
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains 8 mg/mL of sodium. Information for
Patients: Side effects of NSAIDs can cause discomfort and, rarely,there are more serious side effects, such as Gl bleeding, which
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likelybenefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs may be
an acceptable alternative. Patients should use caution for activi¬
ties requiring alertness if they experience drowsiness, dizziness,
vertigo or depression during therapy. Laboratory Tests: Because
serious Gl tract ulcération and bleeding can occur without warn¬
ing symptoms, follow chronically treated patients for signs and
symptoms of these and inform them of the importance of this
follow-up. Drug Interactions: Use caution when giving concomi¬
tantly with coumarin-type anticoagulants; a hydantoin, sulfon-
amide or sulfonylurea; furosemide; lithium; beta-blockers;
probenecid; or methotrexate. Drug/Laboratory Test Interactions:
The drug may decrease platelet aggregation and prolong bleedingtime or increase urinary values for 17-ketogenic steroids. Tempo¬rarily stop therapy for 72 hours before doing adrenal function
tests. The drug may interfere with urinary assays of 5HIAA. Car¬
cinogenesis: A 2-year rat study showed no evidence of carcino¬
genicity. Pregnancy: Category B. Do not use during pregnancy
unless clearly needed. Avoid use during late pregnancy NursingMothers: Avoid use in nursing mothers. Pediatrie Use: Singledoses of 2.5-5 mg/kg, with total daily dose not exceeding 15
mg/kg/day, are saie m children over 2 years of age. Adverse
Reactions: in a study, Gl reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mg/day. In studies in children with juvenile arthritis, rash and
prolonged bleeding times were more frequent, Gl and CNS reac¬
tions about the same, and other reactions less frequent than in
adults. Incidence Greater Than 1%; Probable Causal Relationship:Gl: The most frequent complaints related to the Gl tract: constipa¬tion* heartburn* abdominal pain; nausea,* dyspepsia, diarrhea,
stomatitis. CNS: headache,* dizziness,* drowsiness, light-headed-
ness, vertigo. Dermatologie: itching (pruritus),* skin eruptions,*
ecchymoses; sweating, purpura. Special Senses: tinnitus; hear¬
ing disturbances, visual disturbances. Cardiovascular: edema,*
dyspnea; palpitations. General: thirst. Incidence Less Than 1%;
Probable Causal Relationship: Gl: abnormal liver function tests,
colitis, Gl bleeding and/or perforation, hematemesis, jaundice,melena, peptic ulcération with bleeding and/or perforation, vomit¬
ing. Renal: glomerular nephritis, hematuria, hyper kale mia. inter¬
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
renal papillary necrosis. Hématologie: agranulocytosis, eosino¬
philia, granulocytopenia. leukopema, thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom¬
nia, malaise, myalgia and muscle weakness. Dermatologie: alope¬cia, photosensitive dermatitis, skin rashes. Special Senses:
hearing impairment. Cardiovascular: congestive heart failure.
Respiratory: eosinophilic pneumonitis. General: anaphylactoid
reactions, menstrual disorders, pyrexia (chills and fever). Causal
Relationship Unknown: Hématologie: aplastic anemia, hemolyticanemia. CNS: aseptic meningitis, cognitive dysfunction. Dermato¬
logie: epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urticaria. Gl:
non-peptic Gl ulcération, ulcerative stomatitis. Cardiovascular:
vasculitis. General: angioneurotic edema, hyperglycemia, hypo¬
glycemia. Overdosage: May have drowsiness, heartburn, indiges¬tion, nausea, vomiting. A few patients have had seizures. Empty
stomach and use usual supportive measures. In animals 0.5 g/kgof activated charcoal reduced plasma levels of naproxen. Caution:
Federal law prohibits dispensing without prescription. See pack¬
age insert for full Prescribing Information.
Incidence of reported reaction 3%-9%.     =   -|=  Where unmarked, incidence less than 3%. l^l ="I>IIC^ |
U.S. patent nos. 3,904,682. 3.998,966 and others.
©1991 Syntex Puerto Rico, Inc. Rev. 39 September 1990

Encouragement
This message could be one of encourage¬
ment to you and, perhaps, certain of your
patients.
Paget's disease of bone — not the rare

disease it was once thought to be — is
treatable in most cases. The earlier it is
detected the more responsive to treatment
it is likely to be. And detection can usually
be accomplished with a few simple, non-

invasive procedures.
Like many primary care physicians, you
may feel uncomfortable treating Paget's
disease because of little past experience. If
so, write or call us for comprehensive, up-
to-date information about the disease and
its diagnosis and treatment. Alternatively,
ask for our extensive referral list of spe¬
cialists.
You may be able to offer someone a new

lease on life. Or at least, encouragement.

T/te , _.raget s Disease
Foundation, inc.

165 Cadman Plaza East, Brooklyn, New York 11201
(718) 596-1043 · Fax (718) 802-1039
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Voltaren®
dlclofenac sodium
Enteric-Coated Tablets
BriefSummary (See full Prescribing information)
INDICATIONS AND USAGE
Voltaren is indicated for acute and chronic treatment
of the signs and Symptoms of rheumatoid arthritis,
osteoarthritis, and ankylosing spondylitis.
CONTRAINDICATIONS
Patients with hypersensitivity to it, in whom Voltaren,
aspirin, or other nonsteroidal anti-inflammatory
drugs induce asthma, urticaria, or other allergic-type
reactions.

WARNINGS
Gastrointestinal Effects
Risk of Cl. ulcérations, bleeding and perforation with
nonsteroidal anti-inflammatory therapy: Serious C.I.
toxicity can occur at any time, with or without warning
symptoms, during chronic treatment. The occur¬
rence is about 1 % after 3-6 months, 2-4% after a year.
Patients should be informed of signs and symptoms
of serious C.I. toxicity and what to do if it occurs. No
subset of patients not at risk has been Identified .Prior
history of serious C.I. events and other risk factors of
peptic ulcer disease, e.g., alcoholism, smoking, etc.,
have been associated with increased risk. The elderly
and debilitated tolerate ulcération and bleeding less
well than other individuals and most spontaneous
reports of fatal C.I. events are In this population. C.I.
ulcération and bleeding can occur without warning
symptoms and chronically treated patients should be
followed. It Is recommended that patients be
maintained on the lowest dose of dlclofenac sodium
possible consistent with achieving a satisfactory ther¬
apeutic response.
Hepatic Effects
As with other nonsteroidal anti-inflammatory drugs,
elevations of one or more liver tests may occur during
Voltaren therapy. These laboratory abnormalities may
progress, may remain unchanged, or may be tran¬
sient with continued therapy. Borderline elevations,
(i.e., 1.2-3 times the upper limit of normal lULNl), or
greater elevations of transaminases occurred in about
15% of voltaren-treated patients. The SCPT (ALT) test is
probably the most sensitive indicator of liver injury. In
clinical trials, meaningful elevations (i.e., more than
3 times the ULN)ofSCOT (SCPT was not measured inali
studies) occurred in about 2% of approximately
5700 patients at some time during Voltaren treat¬
ment. In a large, open, controlled trial, meaningful ele¬
vations of SCOT and/or SCPT occurred in about 4% of
3700 patients treated for 2-6 months, Including
marked elevations (i.e., more than 8 times the ULN) in
about 1% of the 3700 patients. In that open-label
study, a lower incidence of borderline (1.2-3 times the
ULN), moderate (3-8 times the ULN), and marked
(>8 times the ULN) elevations of SCOT or SCPT was
observed In patients randomized to other NSAIDs.
Transaminase elevations were seen more frequently In
patients with osteoarthritis than in those with rheu¬
matoid arthritis (see ADVERSE REACTIONS).

Transaminase elevations were reversible on cessa¬
tion of therapy, and among 51 patients in all studies
with marked elevations, signs and symptoms of liver
disease occurred in only 3 cases, and only 1 patient
developed jaundice. Most patients with borderline
elevations did not have therapy interrupted; trans¬
aminase elevations in most ofthese cases disappeared
or did not progress. There were no identifying fea¬
tures to distinguish those patients who developed
marked elevations from those who did not.

In addition to the enzyme elevations seen in clinical
trials, rare cases of severe hepatic reactions, including
jaundice and fatal fulminant hepatitis, have been
reported.

Because severe hepatotoxicity may develop with¬
out a prodrome of distinguishing symptoms, physi¬
cians should measure transaminases periodically in
patients receiving long-term therapy with Voltaren.
The optimum times for making the first and subse¬
quent transaminase measurements are not known. In
the largest U.S. trial (open-label), which Involved
3700 patients monitored first at 8 weeks and
1200 patients monitored again at 24 weeks, almost all
meaningful elevations In transaminases were
detected before patients became symptomatic, in
42 of the 51 patients in all trials who developed marked
transaminase elevations, abnormal tests occurred
during the first 2 months of therapy with Voltaren.
Based on this experience the first transaminase mea¬
surement should be made no later than 8 weeks after
the start of Voltaren treatment. As with other NSAIDs, If
abnormal liver tests persist or worsen, if clinical signs
and/or symptoms consistent with liver disease develop,
or if systemic manifestations occur (e.g., eosinophilia,
rash, etc.), Voltaren should be discontinued.

To minimize the possibility that hepatic injury will
become severe between transaminase measure¬
ments, physicians should inform patients of the warn¬
ing signs and symptoms of hepatotoxicity (e.g.,
nausea, fatigue, lethargy, pruritus, jaundice, right
upper quadrant tenderness and "flu-like" symptoms),
and the appropriate action to take should these signs
and symptoms appear.

PRECAUTIONS
Allergic Reactions: As with other nonsteroidal anti-
inflammatory drugs, allergic reactions including ana-
phylaxis, have been reported.

Fluid Retention and Edema: Fluid retention and
edema have been observed In some patients taking
Voltaren.

Renal Effects: Cases of significant renal failure In
patients receiving Voltaren have been reported from
postmarketing experience, but were not observed in
over 4,000 patients in clinical trials during which serum
creatinines and BUNs were followed serially. Since
Voltaren metabolites are eliminated primarily by the
kidneys, patients with significantly impaired renal
function should be more closely monitored than sub¬
jects with normal renal function.

Porphyria: The use of diclofenac In patients with
hepatic porphyria should be avoided.
Drug Interactions
Aspirin: Concomitant administration of Voltaren and
aspirin Is not recommended.

Anticoagulants: NSAIDs affect platelet function as
well, concurrent therapy with all NSAIDs, Including
Voltaren, and warfarin requires close monitoring of
patients to be certain that no change in their anticoag¬
ulant dosage is required.

Digoxin, Methotrexate, Cyclosporlne: Voltaren,
like other NSAIDs, through effects on renal
prostaglandins, may cause increased toxicity of
digoxin, methotrexate, and cyclosporine.

Lithium:voltaren decreases lithium renal clearance
and increases lithium plasma levels. In patients taking
Voltaren and lithium concomitantly, lithium toxicity
may develop.

Oral Hypoglycémies: Physicians should consider
the possibility that diclofenac may alter a diabetic
patient's response to insulin or oral hypoglycémie
agents.

D/ureöcs:Voltaren and other NSAIDs can inhibit the
activity of diuretics. Concomitant treatment with
potassium-sparing diuretics may be associated with
Increased serum potassium levels.

Other Drugs: In small groups of patients
(7-10/interaction study), the concomitant administra¬
tion of azathioprine, gold, chloroquine, D-penicil-
lamine, prednisolone, doxycycline, ordigitoxin did not
significantly affect the peak levels and AUC values of
Voltaren.
Drug/Laboratory Test Interactions
Effect on Blood Coagulation: Voltaren Increases
platelet aggregation time but does not affect bleed¬
ing time, plasma thrombin clotting time, plasma
f¡brinogen, or factors V and VII to XII.
Pregnancy Category  
There are no adequate and well-controlled studies in
pregnant women. Voltaren should be used during
pregnancy only If the benefits to the mother justify
the potential risk to the fetus. Because of the known
effects of prostaglandin-inhibitlng drugs on the fetal
cardiovascular system (closure of ductus arteriosus),
use of Voltaren during late pregnancy should be
avoided.
Labor and Delivery
The effects of Voltaren on labor and delivery in preg¬
nant women are unknown. However, as with other
nonsteroidal anti-inflammatory drugs, it is possible
that Voltaren may inhibit uterine contraction.
Nursing Mothers
Voltaren has been found In the milk of nursing mothers.
As with other drugs that are excreted in milk, Voltaren Is
not recommended for use in nursing women.
Pediatrie Use
Dosage recommendations and indications for use in
children have not been established.

ADVERSE REACTIONS
The incidence of common adverse reactions (greater
than 1%) is based upon controlled clinical trials in
1543 patients treated up to 13 weeks. By far the most
common adverse effects were gastrointestinal symp¬
toms, most of them minor, occurring in about 20%,
and leading to discontinuation in about 3%, of
patients. Peptic ulcer or C.I. bleeding occurred in clini¬
cal trials in less than 1% of approximately 1800 patients
during their first 3 months of diclofenac treatment
and in less than 2% of approximately 800 patients fol¬
lowed for 1 year. Comparative rates were 0.2% for
peptic ulcer or C.I. bleeding in approximately
2000 diclofenac-treated patients and 0.6% In approxi¬
mately 600 aspirin-treated patients.

in double-blind trials there were fewer minor gas¬
trointestinal complaints in 1227 patients treated with
Voltaren than In 721 patients treated with aspirin.
22% vs 33% (compared to 13% on placebo).

The following adverse reactions were reported in
patients treated with Voltaren:
incidence Greater Than 1% (All derived from clinical
trials.)

Body as a Whole: Abdominal pain or cramps*,
headache*, fluid retention, abdominal distention.

Digestive: Diarrhea*, indigestion*, nausea*, consti¬
pation*, flatulence, liver test abnormalities, PUB, i.e.,
peptic ulcer, with or without bleeding and/or perfora¬
tion, or bleeding without ulcer (see above and also
WARNINGS).

Nervous System: Dizziness.
Skin andAppendages: Rash, pruritus.
Special Senses: Tinnitus.

•Incidence, 3% to 9% (incidence of unmarked reac¬
tions Is 1-3%)
incidence Less Than 1% -causal Relationship
Probable (Adverse reactions reported only In world¬
wide postmarketing experience or in the literature,
not seen in clinical trials, are considered rare and are
italicized.)

Body as a Whole: Malaise, swelling of lips and
tongue, photosensitlvity, anaphylaxis, anaphylactold
reactions.

Cardiovascular: Hypertension, congestive heart
failure.

Digestive: Vomiting, jaundice, melena, aphthous
stomatitis, dry mouth and mucous membranes,
bloody diarrhea, hepatitis, appetite change, pancrea¬
titis with or without concomitant hepatitis, colitis.

Hemlc and Lymphatic: Hemoglobin decrease,
leukopenia, thrombocytopenia, hemolytic anemia,
aplastic anemia, agranulocytosis, purpura, allergic
purpura.

Metabolic and Nutritional Disorders: Azotemia.
Nervous System: Insomnia, drowsiness, depres¬

sion, diplopia, anxiety, irritability.
Respiratory: Epistaxis, asthma, laryngeal edema.
Skin and Appendages: Alopecia, urticaria,

eczema, dermatitis, bullous eruption, erythema
multiforme major, angioedema, Stevens-Johnson
syndrome.

Special Senses: Blurred vision, taste disorder,
reversible hearing loss, scotoma.

Urogenital: Nephrotic syndrome, proteinuria, oli-
guria, interstitial nephritis, papillary necrosis, acute
renal failure.

incidence Less Than 1%- Causal Relationship
Unknown (Adverse reactions reported only in world¬
wide postmarketing experience or in the literature,
not seen In clinical trials, are considered rare and are
italicized.)

Body as a Whole: Chest pain.
Cardiovascular: Palpitations, flushing, tachycar¬

dia, premature ventricular contractions, myocardial
infarction.

Digestive: Esophageal lesions.
Hemic and Lymphatic: Bruising.
Metabolic and Nutritional Disorders: Hypogly¬

cemia, weightless.
Nervous System: Paresthesla, memory distur¬

bance, nightmares, tremor, tic, abnormal coordina¬
tion, convulsions, disorientation, psychotic reaction.

Respiratory: Dyspnea, hyperventilation, edema of
pharynx.

Skin andAppendages: Excess perspiration, exfoli-
ative dermatitis.

Special Senses: Vitreous floaters, night blindness,
amblyopia.

Urogenital: Urinary frequency, nocturia. hematu-
ria, Impotence, vaginal bleeding.
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NAPROSYN
(NAPROXEN) 500 mg tablets
Brief Summary:
Contri Indications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX OS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
polyps. Because anaphylactic reactions usually occur in patientswith a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious GI toxicity such as bleeding, ulcération,
and perforation can occur at any time, with or without warning
symptoms, in patients treated chronically with NSAIDs. Remain
alert for ulcération and bleeding in such patients even in the
absence of previous GI tract symptoms. In clinical trials, symp¬
tomatic upper GI ulcers, gross bleeding or perforation appear to
occur in approximately 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year Inform patients
about the signs and/or symptoms of serious GI toxicity and what
steps to take if they occur. Studies have not identified any subset
of patients not at risk of developing peptic ulcération and bleeding.
Except for a prior history of serious GI events and other risk
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc., no risk factors (e.g., age, sex) have
been associated with increased risk. Elderly or debilitated patients
seem to tolerate ulcération or bleeding less well than others and
most spontaneous reports of fatal GI events are in this population.
In considering the use of relatively large doses (within the recom¬
mended dosage range), sufficient benefit should be anticipated to
offset the potential increased risk of GI toxicity. Precautions: DO
NOT GIVE NAPROSYN* (NAPROXEN) CONCOMITANTLY WITH
ANAPROX« (NAPROXEN SODIUM OR ANAPROX» OS
(NAPROXEN SODIUM) SINCE THEY BOTH CIRCULATE IN PLASMA
AS THE NAPROXEN      . Acute interstitial nephritis with hema-
turia, proteinuria, and nephrotic syndrome has been reported.
Patients with impaired renal function, heart failure, liver dysfunc¬
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatinine
clearance in patients with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the elderly or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs, borderline elevations of liver tests may occur in up to
15% of patients. They may progress, remain unchanged, or be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.
Severe hepatic reactions, including jaundice and fatal hepatitis,
have been reported rarely. If liver disease develops or if systemic
manifestations occur (e.g., eosinophilia or rash), discontinue ther¬
apy. If steroid dosage is reduced or eliminated during therapy, do
so slowly and observe patients closely for adverse effects, includ¬
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph¬
eral edema has been reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart failure. The
drug's antipyretic and anti-inflammatory activities may reduce
fever and inflammation, diminishing their diagnostic value. Con¬
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains  mg/mL of sodium. Information for
Patients: Side effects of NSAIDs can cause discomfort and, rarely,
there are more serious side effects, such as GI bleeding, which
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment without NSAIDs may be
an acceptable alternative. Patients should use caution for activi¬
ties requiring alertness if they experience drowsiness, dizziness,
vertigo or depression during therapy. Laboratory Tests: Because
serious GI tract ulcération and bleeding can occur without warn¬
ing symptoms, follow chronically treated patients for signs and
symptoms of these and inform them of the importance of this
follow-up. Drug Interactions: Use caution when giving concomi¬
tante with coumarin-type anticoagulants; a hydantoin, sulfon-
amide or sulfonylurea; furosemide; lithium; beta-blockers;
probenecid; or methotrexate. Drug/Laboratory Test Interactions:
The drug may decrease platelet aggregation and prolong bleeding
time or increase urinary values for 17-ketogenic steroids. Tempo¬rarily stop therapy for 72 hours before doing adrenal function
tests. The drug may interfere with urinary assays of 5HIAA. Car-
clnogenesls: A 2-year rat study showed no evidence of carcino-
genicity. Pregnancy: Category B. Do not use during pregnancy
unless clearly needed. Avoid use during late pregnancy. Nursing
Mothers: Avoid use in nursing mothers. Pediatrie Use: Single
doses of 2.5-5 mg/kg, with total daily dose not exceeding 15
mg/kg/day, are safe in children over 2 years of age. Adverse
Reactions: In a study, GI reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mg/day. In studies in children with juvenile arthritis, rash and
prolonged bleeding times were more frequent, GI and CNS reac¬
tions about the same, and other reactions less frequent than in
adults. Incidence Greater Than 1%; Probable Causal Relationship:
GI: The most frequent complaints related to the GI tract: constipa
tion,* heartburn,* abdominal pain," nausea,* dyspepsia, diarrhea,
stomatitis. CNS: headache,* dizziness,* drowsiness,* light-headed-
ness, vertigo. Dermatologie: itching (pruritus),* skin eruptions*
ecchymoses,* sweating, purpura. Special Senses; tinnitus* hear¬
ing disturbances, visual disturbances. Cardiovascular: edema,*
dyspnea,* palpitations. General: thirst. Incidence Less Than 1%;Probable Causal Relationship: GI: abnormal liver function tests,
colitis, GI bleeding and/or perforation, hematemesis, jaundice,
melena, peptic ulcération with bleeding and/or perforation, vomit¬
ing. Renal: glomerular nephritis, hematuria, hyperkalemia, inter¬
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
renal papillary necrosis. Hématologie: agranulocytosis, eosino¬
philia. granulocytopenia, leukopema. thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom¬
nia, malaise, myalgia and muscle weakness. Dermatologie: alope¬
cia, photosensitive dermatitis, skin rashes. Special Senses:
hearing impairment. Cardiovascular: congestive heart failure.
Respiratory: eosinophilic pneumonitis. General: anaphylactoid
reactions, menstrual disorders, pyrexia (chills and fever). Causal
Relationship Unknown: Hématologie: aplastic anemia, hemolytic
anemia. CNS: aseptic meningitis, cognitive dysfunction. Dermato¬
logie: epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syndrome, urticaria. GI:
non-peptic GI ulcération, ulcerative stomatitis. Cardiovascular:
vasculitis. General: angioneurotic edema, hyperglycemia, hypo¬
glycémie. Overdosage: May have drowsiness, heartburn, indiges¬
tion, nausea, vomiting. A few patients have had seizures. Empty
stomach and use usual supportive measures. In animals 0.5 g/kg
of activated charcoal reduced plasma levels of naproxen. Caution:
Federal law prohibits dispensino without prescription. See pack¬
age insert for full Prescribing Information.

"Incidence of reported reaction 3%-9%.   ! 5  \    IWhere unmarked, incidence less than 3%.  ™ 3",|   I
U.S. patent nos. 3,904,682, 3.998.966 and others.
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